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:^fiBjii, mm. ^t(c:/□^--r>^:^-^*c cpko mmmtLxmmtji. mmtt-^s. 

Zfu^-i >=^±—MC (PKC) 14. flialcJ;^■C5S14^b*^^-5i:L^5^^to•tr•J> 

-< Vif>^'A(w^^^fI$ttTL^§ (B i o c h em J 2 9 1:329 — 343 (1 99 

:^-Hf icfct^rme>:h.s«iJi -< >izi^^icsna ltl^-s isms -c >i4p k cc^ai 

■efe-S (Science 258:607 — 614 (1992)), PKCT-f Vif"<A. 

ii*;U'>':7A|^tti#t4-cfc^. PKca)4r*5j:y:AM(**;U'>'t7AfcJ;t;i?T*>;u^ 

tKySaT-fyWA^jStifb^li-* (Am J Physiol 265:E783-79 

3 (1 9 9 3) ) o mmmo'smmzni^x^. 0iT^y^>(j^(D7&titt<^i^ix^ (j 

Clin Invest 1 00:1 1 5-1 26 (1 997)). ^fc. Jfll©*§«t-\l>jOlia 
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•V=tfi2T^ V-lf-Y A<DjS1±^bA<S^^^*^TL^«> (Proc Natl Acad Sci 
USA 89:1105 9-11063 (1 99 2) )„ ^tz. /52T-< Vif-f AttSlftU* 
im^(Di^it/mM\zm^-t^:itii^7i^t^ixXl^%) (J Biol Chem 269:23 
230-23235 (199 4) )o 

J:t;N a/K-AT P a s eCDPflS^gi^ie^lU /JT^fifi^^ Pl«6tfeb«*l«* 
tvTL>€) (Diabetes 47: 8 5 9-866 (1 998) ) « yST-fVtF-f 

^(D5!Z#f^ffl^=^'S:I<!:A^'^^HTl^'g) (Science 272:728-7 31 
(199 6). J Clin Invest 100:115-126 (1997))o 

^'JCRSSIili: LT5ait>HTL^'5 (B i o c h em Biophys Res Commun 
1 35: 3 9 7-402 (1 986) ) » L*>U ^(D^lt^^immOit^^l^my^ 

■Ct^-S (J Med Chem 39:2664—2671 (1 9 9 6 ) ) . •^*:)-t>, X 

PT^-r>^-^— 4fl-J±ISLPKClcS#^14A<lSLMb^t LT*Qe>*vTU* (d Med 
Chem 35:994-1 001 (1 992)). 
fJ^-OK'J^U^H'S Kt LTIi, i^¥7-2 1 5 9 7 7-^lzTlS-fla:^-e**^i> 

it^t}^. mmm\^-^mmzmix&^z.tf)^&^^xi^^o 




(W) 
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WO 9 7/1 90 6 5#IC(i, T^-f&^T^^tSitliiit-^Wi^ZfOn'^ l^^- 
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( I ) 



CONHj 








A^'iNR'. CO. O. ^|S^*LX4.SLSSIftT;MrU>, 

R\ R^ R\ R^ R^JfcU^R' : l^-Xli^^foT. 7m^=f-. /^P't^>, OH, NH^. 
CN, -CHO. -C(=NH)-NH2, a^$^LT=fcaL><£|aT;U^;i'. -C (=0)-Sfi^ 
^WL-Ctm'^<Sia7;U*;k -C(=0)-OHgg^^*L-C=fcAt>iSS|iRT;U+;U. -SOa-ffi 

^s^^L-c4.aLN<siRT;u4r;k -c (=o)-tsms*^LT*fit^^■T■PT asi 





4 



I • 



wo 00/76980 PCT/JPOO/03768 

KIT, :^^mit'^ ( I ) izo^Pii-r^c 

jw :t5^;k -r^PtVk -fv^ae;k :?^-;k -iV'^'fiW sec-'^^;k ter t- 
^tf;u, ^>^;k -rv^>^;k ter t-^>^;k 1 ->5=^;i/":?^;k 

r<£mTJMrL'>j tLTCi, -^5^L^:x, x5^u>, 3''peu>, "^^^ui/^iDfiL 

6 ^'>^ PT^Mr-/tx*<ilf * LL\ 

r^'j— juj tLT(*, -^x^jk -rzff-iw T>h»j;k :7x:^->h'JJk -o^— Jk 

^/^v^PT'J— >uj tL-cf±. :7«j;k «=.;k tfPUJk -fs^^/UJk ^T*/'jJk 
e^yj^k >ry^TV'j;k -rv^-9-^/y;k tf'ji^^k eusi^^k e"j^iJ=.;k bf 
^i?;k ^Ti^Ti/'J-zk h'JT^/'j;u&u^7^K^yj;u«fa)^^'rP7''J— ;k -f>K 
u;k >k tf'j Ktf'J5i^-;k 2, 3->-^u>i;:i-i^'>7i— ;k 2. 3 

-i^t KP-r>K'j;k 1, 3-vt KP-fv^rvKu^k 1, s-i^t kp-<v^>v/:? 

^=.;k 3-::*-^V-1'V-f >K'J-'k 2-:j-^v-1, 2-v?t KP^y'J-;k Is 1- 
v:*-^ v^>y5^:i-7 X ^jk 9 V 7;u5j- 1^— ;u^r:^xii=2asc^7^ P T 'J — 
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i:LT(i, COOH, OH. /XP^i/)!^. NOg, CN. NH^, SO^NH^, COOHS 
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3/N^7^ :7-7-;uK, TL/-<>^, ?ISI, 'J>=3K. <7Ji>ms 

-^^Zfa K^*y^^^fl^Bfc^-5^t LT(i» Prog. Med. 5:2157-216 1 

(1 9 8 5) ICiBK$*tTL>««-\i>. <£JI|SJ£1 9 9 0#TIJ ^mm&(D^^ ||7^«^|5 
ftl 6 3-1 9 8Ml^iBi!c*;^^■Cl^*SA<^lft.H-^>o 

«t LTI*0lJX.(*yj — > (Greene) RlSO ^^y (Hfcits) Tprotective Grocps in 

Organic Synthesis (^2)15) J (Cie®fl)<SmS^^<f-5::^;&<-^^. C:h.t.$-Sf£;^tfCJ^ 
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CONHj 



R 



NH 



(III) 




CONH2 



R" 



,3 



(I) 




(IV) 



CONH2 




i^^<DV itfstmm ^jgi* L, DS. A\ A\ R\ R*. R\ X, YcDte-^iiitrffi mm 

j&^if t>*v-So -Ib^l^j (I I) ^mi^tzmt, *^J(i 1 1) ^S?iE;w7!»Sjfi*JfiffiiMb-&!|a (I) * 

T *J —Ji' h'J-Pl^K T*J — ;u;Ko >KS^a)T U — ;MbSiJ*JEf£*-fr (1) 

-b/ >*:?:7;uPt-'j KSP(D/NO>fMb^j^f^ffl$-a-^M^^Si^^!Uiio\p>f><b^fT5^A< 

i,2-S5<7PPx$r>, ■j;pp7^;uA^a)/NP^Mb0t^b*lfe?S, N.ri-v^^^UTftjUATS K 

(DMF) , i?>^;UXJl.7^i^i/K (DMSO) . iJ^^^UT-lr hTS h\ M->^;beP'J 
T-bh-h';;u (MeCN) , B*Kx5^;u^(DSfE:(:i=F/1S14^i:?iJ«4', ^S7IiSlD?Si 

ia3irFif5c^:A<T?$^, JEij;iaei*<b-&!t«!i(wj:y3iija^T?#^. <b^izj:oTi*. m 
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Lfc rprotective GroMps in Organic Synthesis (^2)15) J (-t21t(7>^S) ^^^^^ 



DMF, DM so. *^Kf6fc^j3gi4'S5tJ«4'. wm. WSl. mt. 
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91^3 



N Y 
R (la) 




CONH2 



(rVn 





HO 



:*:M/^(iT 5 ^ SXIiTK^^^^rT-S^b^*?!! (la. Ic) <*: y ^b^i^db) *^#^:&^^■Cfe-S>, 
•(bJ^Om^ h 'J '^J^ ^^T-y 7K*^b7^'^?ife:^ h 'J '^;A^&llS7Kmfg^b•&!|^3$ffil^^^7cWT 
mk^t.'Btmk. ^^Tf&'ST 5 Mb^1«9^l|^;u7!iSi^lN«fi£tMb^1«8 (lb) *#i> c 

DMF. MeCNl?ro^§^«4J?fe^^7lIS^l□ta^l3^ETlc^T•5ci:3!)^-c#'i)o SF5;asmb-&%iic 
l#b*Lfc^b-&!^<»R^*^*f^IlT(0^nt±IB^«<c>:^54-eR'i::7v;u^3IA-r^¥*^ 
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/A>.^.R (VII) D-'^-N-'"' 



N' 



CONH„ 



jA^CONH, R4-A3H ^X.. 

'^'(Vi) ilTc/ (Id) 



D-'^^'^N"'^' (VIII) d/^^N-''' 



CONH, 



^X^CONH, R4-A3-L ^X.. 

Xf*. -^-CDS^mH^* (le) (If) 
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V ~ V 

(U) 



/, X R I 



(Ig) 

a' r2 /A!^ ^r2 



(Ih) (li) 
im^. x-T^;u?a, /\n>f><bm^b7K^?a. dmf. MeCN^<DSJS(c^S14'Jfj§J«*. 
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m^6 




(XI) 



#f*l}0IBi:l^«O 
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«'2 



N 

(XII) 



,13 



N , 



(Xlll) 



N , 



ON 



^ CONH, 

(XIV) 



CONH, 



(XV) 



(XVI) (XVII) 

J^*'4<b#!t^3 (XVII) (du it^Hia (XIV. xv) icj^LMBSS^i .hl^cTJ^SJS^^T^cii: 

jt(±, i^Ty^b#1^^(xvl)^MBS;^2<tl^^col)^7K^^g®^^(c#L^#^ct*^-e#-5)o * 
PbH* (XV) It. tf^v^m^^-r^it^!^ (XIV) ic$*LT. Btrt^a^ s tp^^^ro^^j^xii 

■Ct-So *;uA^^;u4'Pig<*(XlV)l±. <b-&^(XIII)l=*rL-C. 7t^;UAT5 Ki«S^i:iaK 

■fbTKf^^ffit^tc^Jso^iJ^-^usisicirrr !i t xia. u ^'!7A 2. 2. e. e— r 

t A^-e^-Sc *t= A<7^;u5;us® (xi 1 1) ^mi^tz^^it. i^mzji y »<bLT*;u7K^«Fi/ 

SitLfc^, ±a2<!:PI^(-TS RbLT*;U/^^'r;u*PpmCXlV)^4^*C<t*<T?#-5)„ * 
Pb^«: ai 1 1) (4. <b^^ (XI I) IrSt LT . ±IBi l^^lc^^T^U* 'J ^JS^mSS^^ffl ^^/z^. 



14 



wo 00/76980 



PCT/JPOO/03768 



fl^bKS^E$fT5zt^?^^-5Ci:J!)<-e^So ^FeW (xvt) (i. R"*<vTy<7)ib^t«3 (xiii) 



HN' 



N , 

1 X^V'X 



CN 

(XVIII) 



HN 



CN 



(XIX) 



HN' 



(IV) 



lli|^{b^!|«!i (IV) li, -(b^i^ (XIX) (DvTy ^Btnasa£2 tl^t^(DJj07X5«SJSC&IC#L 

f#*ct*<i?#-2>. 4^^**: (XIX) li. <b^!^ (XVIII) izmLxm^esi^i tmm(Dm.'&kEL 
^Witmtmmmo^itm^um'^mm Lxn^miz^ y>mmx^i>o -i5ijx.f*3t^i± 
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1. PKCiagftSi (SPA|Zj:^PKCSStta)a«3e) 
PKCPSSiaitIi (J. Bia Own 260:10039-10043. 1985) (Ci^feCfcl^JiCZj: yStgJLfc. 
SPA (Scintillation Proximity Assay) tli, Ame 

SlSj^ (ifflJife : 2. SmU nit PKC isozymes (Calbiochem 
:|±) .50mM' HEPES (pH7. 5) .0. 25mM EDTA, O. 1 25mM D 
TT. 12. 5mM MgClg. O. 5mM EGTA, O. 75nnM CaCla. O. 2 
5% Triton X-10 0, O. 2/iM \iylr^>- e -^Zf'f- K (B i o t i n-E 
RMRPRKRQGSVRRRV, K-:^^K^fie8l|-J;y"&J5e) . O. 2 fiM ATP. 0. 
2ju C I Cr-^^P] —ATP (1 OmC i /nr> I , Anne r s h anr^t), 50 n g/ 
ml 7:j-;U7t?— ;H 2, 1 3-i?:?^L/— h (WAKOtt) , 18 4Mg/ml 
:775^e>;Hry> (WAKO^) SOa/ HC, |Segl<b-&1«D(DDMSO}§}a^. 1't7xJUSfc 
y2// I (DMSOCDiiS^*Ml*4%) ^DLfc. ^:tx$0 p t I P I a t e^** (PACK 
A R Dtt) icHS Ls ^fi-C ( 2 O ~ 2 5 "O T 1 B^falif S L-fe U > 'J >K<b$fiot=o 

Jg^JS^JhiSi (O. Img SPAlf— X, 13 6//MATP, 5 0mM HEPES 
(pH7. 5) .0. 25mM EDTA, O. 125mM DTT,12. 5mM MgC 
la, 0. 5mM EGTA, O. 75mM C a C I g) ^ 1 •:7x;U^fc y 1 5 O /u I ^ 

^ U- h ^.>_;U LxmW MS-C 1 5 ^fSimm Lt=^, 3f l^— h * 1 5 O 0 I5]|kT? 



16 



wo 00/76980 PCr/JPOO/03768 
S^raiSiDU SPAt*— X$2t^*-a-fcc TOP COUNT (PACKARDtt) ^ffl 

aA 





IC^Cunol) 




IC„(iinol) 


17-1 


0.0049 


26-4 


a 018 


17-9 


0 0033 


2&-21 


aoo69 


19-11 


0.0073 


26-24 


0.063 


23-1 


0.073 


28 


0.061 



2. PKCyS 2R§^|jt®^ 

PKC/8 2Ba^|iCSy± (J. Biol, (hen, 268:9122-9129, 1993 JtlK Bur. JL Biochenv 
194:89-94. 1990) IzmCtz^m^J^^JUSSlLtz. 
1 ) /m^bS t h P K C ;S 2 H^^^ ^— ©f^BE 

t Hf^S!PKCi8 2Jt^l*t hfl^SacDNA^filMtU PC R^IC * y ^; P— =.> 
PCDNA3. Ifg^-^^^— l=:*ai»^3^/£o C(D'<>7^— fcckU^S3lA3^5-f 
V-^m^T75>'Sl2 2-2 8 (TTS^^ ^^^*ii-t=JS14<bS!PKC)8 2^^>7 
^-^^I^Lfc. 75^1^2 2-2 8li^SS^j|ET'&y, PKC5S14^|qiftJ)-r-5®l^^* 
•r-S). Z(Dg|5^3^^:^5^$-a--5C«!:-eS14<b^PKC/9 ^fgiK^F-fr-SCtTti^pr^Bt^C-So 
2) PKC;8 2Ra^.m(Di9l3g 

COS7*ffl)}a^2 4:^:^U-hl^$SL. ±l5i?&14<bSPKC^^K^^-i:pAP1 
— luclferase UtK— ^ — Z^^T^ SKCStratagen ett) f u g e n e 
(Roche Diagnosti c stt) ^fflL^"C>^>X•^X'^7 hLt=o *fMt LTtt 
PCDNA3. 1^^7^-iU7tf-^— K$h^>;^7x^ hLfco itef^AS 

^Bmi3ifiasi^b^^oDMsoj§j8[$i i a< i *ftiL (oMsoros^^augito. 

1%) , 2 4^rB'iiS^Lfco #?^:^3lfflJjaJ§j^?5^ (2 5mM Tr i s-CI (pH7. 8) , 
2mM DTT, 2mM CDTA, 1 0% glycerol, 1% Trit o nX — 
1 0 0) ^1 0 0// I ;1Si)DU [UilXLyio lH)l|XLy-=SiilBaj#Pj2?2 O ^ I ^^i— "IffC^JS U 

f-;/*i5->fl^® (mi^-O^D mt^^ ofj?F^. ;b5y>— ^— (Lu 
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ma t LB9501, Be r t ho I dft) -CiM^Ltc. PKC^S jSltfC^S I u c I f 
e r a s e jSliCD/Cai (jSlHbSPKC/8 2^ K^>^:7x'j7 hLfdmi^<D\ uc i f e r 
a s e/'g147b^e>P cDNA3. 1 ^ h^>X:7x'i7 F-Lt=$fflfla<D I u c i f e r a s ejg1± 

$M cfcis) icj^-r ^issi^b^?^3(Dfwis!im^ p K c /8 2 mmv^m t Lt=„ 
^cD^sm, *^Bj^b^i^3(iPKcys 2j£i±^a»iciasufco TtmBi^^^Bmitm 





IObCutoI) 




IC„(unol) 


17-1 


a38 


26~5 


a094 


19-11 


0.1 


27-1 


0.11 


19-18 


a096 


28 


a038 



3. mmmi^^mmLmmm 

mmmi^^^^mt (science. 272:728-731. 1996) IzmCtil^miZ^^JVmLtzo 
gmatt) ^eOmg/kg-^SIMrtS-^U ite^iS^fEJ^^-fr-So 

^(7?$g^, lli615l|17-1(D<b^fel±, -hIHIIg^lrfcL^T1Ql€Ag<Di®□S#. 8iS^ICfcL>T. 
i^K^14^#^atafeS^SI* (Eur. J. Endcrinol. 134:467-473. 1996) izmCfz^Smz^ 

1 3jii$tjtl±Wi s t a r^-> K=^> h/^ut*^— ;uff^T. xhu:/h»/hi/> (S 
i gmatt) ^SOmg/kgTl^BilrtS^U ilgj^^^-^^-ar-S. X K U::^ h*/ 

«#g>!?Hj:y, laeifb^^B-isiiigp-csjirBTj^Bgs^-r*. m&^iz^'^^z^ 
iii]^iPi(c<»:^ffifS6^iiS[ii]ifc^-r-§><b^4^<om^$iiim#t£f^^ 
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iEmil(n=12) 




mmm\T--i (10ng/kg)fi:#S^(rFl1) 


50.2±1.1 


43.e±0.6 


46.3d:0.5 



mm^^ : vs mmmn : p<o.ooi, mmmn vs 20-1 : p<ao5 
±sea)3^m;5"b. :4:%B^<b^4^iiPKc;3 2si^$ajt7ic:Ra$u m^m^-^m&ibmif^ 

m&LXmM^tStl^ti<. a^iSAl BSfcy^n-CO. 1~5 0 0mg. INgPT?0. 

01-1 oomg-cfcy. ztli^m^^lMmM^z^^■rxu^■t^o u^mtm^(Dm¥ 

xmSrr^(DX. ±IBS#S®ad:y'>'5:t>fi:-e4-»^i:lS^*fc'6. 
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mu^^<Dtzib<D^wmm\ts mmi^i^^t^^-^H^mMm. mm^i ^mi ^^uvz^ 
m>^of^mm. i^miL mum. i^mm. ^mm:^m\^x\.yv^^i\ 

Z(Dcb9^tiil^'feil*, H(c^?fi^b^J> mmL SjS^k ?UbSk SS^b^J (^J^ 

KIT, :*:^B^ib^!^(D$!lit<5iJ$^lf. >t!:^0^<b^«!l©S8jg^^$a<*MlzlttiWSA<. 
^B^(i::;txt>ll«E«IIIC«fco-C{pr?>IS3t*:KS4,<7)T-li^tt\ J&fc. :*:f§B-a<b-&!^<DlS!|i4<b^ 

2. 4. &-hU-j7PPt°>J Se?>-6-*i;U7t?— h'J-»H6.0g ^-f h^t KP'7^>32Qiil 
<S L» N. N-v-f V Zfn e;UX5^;bT 5 > 10. 4g i: /TT h;U-< 8. 5g ^iM^fz^ 

^ybTx U / ) e 'J 5 e?>-5-*;U7t?x h 'J 15. Og ^fc, 
#^2-1 

2, 4- i?^ P P-6- (a-.?* ^^UT^- 'J y ) tf U 5 i?>-5-*;U7t?^ h U ^l^ 9. 46g t K 

P > ISQnl ICjti^ L, -65°C"e N. N-v?^ ^;UX5^ U> VT S > 15. Og ^J!jOX./io ;"S^!^ 
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^-2tft:-ei ^raJti^Lfc^, 7k 750ml ^Jraii, -i^pn/HjuA sooni -ettaiLfco tKM^s 

•t? AT??aa Lfco ?S«^3iffig* LTfSt>ttfclKa^y 5« y -JW 12Qnl TjJfe^^iaft LT 4- 
>7 p p-2- C (2-ix> 5^;uT 5 y x^;u) T s y 3 -6- ^;UT— 'J ) tf U S i? >-5-* 

##<5IJ 2-1 i: I^^IC LT##0IJ 2-2~#^J 2-12. ##I5IJ a-25-'#^J 8-28. ##«IJ 20-1 & 

t/##0ij 20-2 tdm.(oit^m^mz, 

#%«l|3-1 

4-^PP-Z- [ (2-i?y-9^;i/7'5yx5^;U) TSy] -6- (3-^^;UT— •J>') tf«j5 5?>- 

5-*;u7t?- h u-;u 2 92g ^ N. N-s?^ TF;u7h;i/A7 5 K soni icjgjBu ^:x':?;ut;i/p— ;u 

9.54g it Ga&^mit±h*J'1?M. 2 83g ^Ijpjl, KKfCTf 3 ^T^UamLtco JEJS;g^1$!llCiaW£ 
1bT>^— OATKJtJa 2Chil i:7X20C3rtl ^li^Tl. Wai LfcSgS^TK lOnU a-^'p/^y — 
;H5nU $ e,lCX— T^jHOnl T^ifc^^iaaLT 4-^>vJU:^-^->-2- [ 5^;UT S ^ 

X^JU) T 5 y ] -6- (3-> 5^;UT— 'J ^ ) t° 'J 5 i^>-5-*;U7K^ h 'J ;U 3. 13g ^^§f=„ 

3-1 i l^fillC LT#%^J ^I'-^m^l 3-12 l5ilia>^b^1«3*#f=o 
##0IJ4-1 

4-^aa-2r C (2-ixy5^;uT5yx^ju) ts/] -6- 0->5=-JU7'— 'jy) e'JSi?>- 

5-*;i.7K- h ISftng |C/7T-h;i/-<i?> 2ml ^jJOfL^ ISCfCl? 8 ^ffittDj^Lfco JBSiS^ 
7K=200: 10: 1) "eftSjU 2- [ 5^;UT 5 ^ X^;U) T5V] -4. fr-^X- (a-^^ 

#^j4-i t mmz Lr#5t<5ij4-2BaecO'(b^$»fc, 

4.6-v'j7PP-2-y^;u;^;u3'T~yi^tfu Sv:/-5-*;u7t<4--9--'U'xt K 9.43g ^ 2-^^;i^ 

2-7^P/V— ;U30anl. TKSOnl IcSSiSU 2-^f^^L^2-:?7^> lanl. •J>^Z:7j<^H'J'i7A 
5. 07g. Wmm- h 'J 't? A 5. 74g ^ftl^TTlO^TT' 4 B^re-^JRIs^ Ltz, ^m^Z 1 m^JfiM 

7Ki2Qi.i.^pp;h;i.A7oani ^mz.xmi^vmn^. mm^m. ^Ltz^. i»7K«s^ 

'J = S?>-6-*;U7H>K 9. 94« ^#/=. 
#^6 
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4.6-*:?'2'Po-2-^^;u^;u7t— ;i^t*'J5i?>-6-*;U7t5:^Si ^.^^g l::mt'}^^—}U loomi 

> lOanI »Cj§«LT7mT. 28»T>=E=.T* 19ml ^JjDK.s I^JSe^T 2 BtraJSlt Lfc« 

=&mTT'S*Lfc^, 7k2D0ml ^ttl^T^SlS. 7K3feLfc^. 60^07?— BftMl±$atLT 4.6- 

i?-:? □D-2-;<5';u^;u:7r-;i^e'; 5i?>-5-*;i./-H^+J-s K6.7Qg $-#/co 

6 i: ^lii- Lx^^m 10 tst&(D^b^!^^^#fc, 

##i5!l7-1 

>JSjai25nl |wN.I*-5?-f V3fPe;UX^;i/T5>0.4*nl,3-:?D^7'— 'J> 439inB ^J!lP^. 16 

A-c<£«iLfc. jtJ«^3alET-cs*LT^§?,*lfcaiai^*>u*'y;^*^A>;p^ h^f^ 

37 ^ — 1=# L, 4-(3-:?p ^T=. 'J y )-6-^ p p-2-^ 5^;u;^;u:7 r — 'j 5 S/>-5-* ju 

#%0>J 7-1 il^^fZ U-C##«<J 7-2~##0iJ 7-24 18-1~#%^J 18-24 tSMiOit^ 

##0I|8-1 

4-(3-3fP^T— Uy)-«-^PP-2-^^^U:^;i':?7— JU-lf U Si/>-5-±;U7t?:^t--9-5 K 465nK 
05 V> ^/U;^;U7tt^>> Kigjft lOnl rc*J^T-eJ9tK* 'J -t^A 43aiK. 31%iaK<b7Kl^7K 0. 71ral ^ 

8-1 tWmi:^ Lr##0ll 8-24. #%^J 21-1 21-2 ISK(D<b^ 

##0>|9-1 

5^'i7A9.65hii ^aSTL io«>ig*$Lfco t»ic-78^-e 30 i6-i?^pp 

2. Qg <D^ t KP IQnl Jij^^^STF L/=o l^(cx 30 ^^tt^fe. SJSitjftlc K^-f 
T< 2g ^Ha^ 30 ^«B$Lfc. * tofCIN ^ 15ml L. Jg^E^SSffTBsfeLfco » 
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mhtifz-^^mn±^J*^a^ h^^^-7^-(?gai}a;7K:>a«>'-;u=t:1)T?«i!IU 3.5- 
i/^ □ P i»-2-*;U7t?>K 1. 2g ^^§f=. 

9-1 «t mmiZ LX^m 9-2~##0iJ 9-6 IEtfe<D^b^!|^5^^#fco 
##<5iJ11 

;i/ 693nE 4 BtrBTADfSiSSiEtfc^. ?gJ«^3iEETeSLf=o 4§t>*Lfc^^^*>g*<f 

^ P -7 h - (?§aija : ^^■9->/i^S|X5^;U=7/3) L. 3. 5-':?<7 □ D e 

#^12 

3.&-v^PPtf^i?>-2-*;u;t?^5 K 1g lc:J-^i/*gjb«J> 7.anl ti?x^;uT— 'J> 

zsg^jjn^. 9crcv3miS\m^tfz^^ j§i«i&METe*Lfco ^Ti(cB^x^;u$a]?L, 

imssu 2-'>Ty-3.5-i;^ppt•^v>77aIB^^fc. 
##«yi3-i 

Z a a 10. 7g <o icmM-j^ ^ y — 3ani 5§jaic*>>; pki/^i y > 5. esg. 

31%>S^t7Kl^7K 7.5nU \(mSi2Dm\ t:iD?Ltzo m,-^mzmmSi7 Ti^mS 9. As ^tOTLm&'X; 
1 ^fl«4*Lfc. i§«E^3aEe*Lfc«, * SOQnl ^in^l. x— sOQnl T?ttaiLfc„ m 

l»t)*ufcaSi**>'J*'^f;i/*^A^;P"7 (5gai>a ; ^^i)-> : KKx^;u= 

5 : 1) LT 5- (3. 5-:?>7 P P e^'I^ >-2-r ^SmK^ ^JI^^T^t-JV 1. Qg 

###J 13-1 i: l^^f:: LT#^J 13-2 iei£<D^b^i&#t=o 
#^14-1 

3-^>y-r;U-i 6-i>-i7 P P 502TK dT^^UAT 5 K 15mU 50%?SM Z 5mU 31%jaK'(b 

i.Sfiiu 5i5E^ 7 TKfffi^ 27(he ii^i^^^a-c 18 ^BTtjiti*Lfco mmm&^ 

ZP^- (5§tiija[:^^"y'>:i^Kx^;i.=2:i) "elSSL &-^>!/'f';i/^.5-i?^DP e^i?:^ 

#3|0IJ14-1 <tl^tW=LT#5|^14-2~##CTl4-9tBma)<b^!|^$l#t=o 
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#%1W15 

2, 6-i?-i7 P P f^i?>-3-*;U7t?i^+>-5 K 57QiB <7)i?^ □ □ ^ ^ > ftnl Jgj^lZ h 'J 37JU;j-Pi^ 
^ 1.2g ^JJD^fco * tjlC^y >v:7;U;j-iJ K 1g ^SfC^*^ 35'C^^^^CL^J:9CC^^P^ 
fc^, ^a-CI B^Peiat^Lfcc SlSS^^ICTk aOOnl ^mfL. i?^7PPy^>T«aiLfco 

L. 6- h u -pju^n ^ ^;u-a □ □ e5i;>-2-*;u7t;^5 k it»i« 

##0!116-1 

3.5-i?^7PP-^t KP+e//^;nf^$;>-2-:^j;U7t?^5 K 88Qi« icy ^ i/;^;u7n=.;u>? 
P'J K950UI i:f«Ji?>15nl $JDX, Bifi-C 1- 5 B#raa|!f Lfc, ^§«^MBE®* ttc^. tK 
isoni ^Aax.. 300hii TrtttULtr. ^^^iafn:^7K-ez*;^Ltc^, fiiEiS^y 

:f>v't7A-e|£*|iU j§J«^MES£LT 6-^7PP>^;U-3.5-v?'>PPe^v>-2-*;U7tC^ 
-t^S K516ie^f#f=o 

#%01J 16-1 t l^ltlC LT#%^J 16-2 S.U^##0y 16-3 IEtRa)<t^!K3^f#fco 
##^J 17-1 

6-(i-^ n pxt;u)-3. n P i5>-2-*;U7t?^-9-5 K 2. 24g CDx^ y — ;u 7Qt.I i -r- 
t KP7^> 35n.l OjgjaiC lOX/^^i^-tJASIti^ TSObB ^m7K3flS?ffiStT 4 ^(CT 

6-X5=^;Ue^i?>-2-*Jl.7t?^5 K 1. 92g fee 

17-1 <!: I^fljtfc LT##e!l 17-2 17-3 S©<D<b^$»fc. 

#^19 

3mit^'J^^ 7.35g. 5.15mlCD;m^^^14(fC-C2^B'5fi|*$Lfc!fe. 5- (3-y^;UT 

^'jy) -3->^jux;u:7T-;u- D.2.4] h'JTi?>^^<>U7t^- h'J;U257n«^j!)n^r9CfC 

;b*5A^7P-7h^^^-r— CjtttJ>8[:^PP7t5;UA:j«^>'-;U=75:1) 7?3BlijU 5- (3- 

>^;uTxijy) -3->f^;u;^;u:7T^;u- Ci.2.4] HUTe5>-6-*;u;t?^i*-5 K2oeh€^«i 
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l-'Jf7"7^'— (JtaiiS; ^□P7n;i'A: y^y— JU: T>^-T7K=4aO: 10: 1) "ei^tSU 
4-^>i?;U;r^'>-2- C (2-i?y 5=-;bT 5 / X^;i/) T 5 y ] -6- (3-^ "f-JUT— *J y) e U 

— 77K=50: 10: 1) TUMU 4-72^-2- [ (2-ix> ^;U7 5 ^ X^;U) TS^D -6- (3- 

4-7 sy -2- c (2-i?^5^;u7syx^;u) Tsy] -6- (3-^^jU7— e 

•JSi?>-5-*;Ult:4p-9-S K55ie^e«J 5nl ICjSfilU 5JOtTli87Kfi«^ 23ul titDTL. 
m^t^ 2.5 2fet^■e 50flC-e 15 ^ra«H$Lfc, JSJ«$«BEe*LTf#&ttt=:^TS^i^U 

100:10:1) -CiKSSU 2- [7-b5^;U- (2- v> 5^;U7 5 y X^^^L) 75^] -4-75>' 
-6- (3-y5^;U7-'jy) eg5i^>-5-*JU;t?^-9-5 K5QiB^?#fc, 

lue^j 16 tmmi:^ Lxmmm 2^-1 a^mifieij 23-2 w&oit^^^mtz. 
17-1 

4-^>i;;U:i-^'>-2- [ (2-i?^^;U7 5yx^;U) 75>'] (3->5'^U7— 'J > ) e 
y 5i^>-5-*;i/7|?^-y-5 Kl.Ofe t KP:?^>-xa'y— (2 : 1) 45nil 

mmu low/^^e^-tJA-jiiift 200.^ ^*nx., ^Ki^sifflsiT, 4 B#raifM*Lfc. fUiiyK^as^ 

LJgJSS^MES^LT 2- [ (2-i?^5^;U75yx^;U) 75^] -6- 0-^^;i'7-U/) - 
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iSLimmi 35-2 tdMia>it^t:mzo 
mMm 19-1 

^^^UTH-zx^^^UT 5 > 0.93ml ^tD^. 90°C1: AmmmnLtzc SC55§jSE^;magLT 
lOnl 0?;1*?iiaK(^t>SiSSLT 6-©-3fP=ET— 'jy)-2-[(2-i?>^;UT5>'a:f=-;u)T 

19-1 i:i?i»icLxiii£^j i9-2~^^j 19-29, 2s-^^m^m 25-4, mim 26- 
1 ~ii«E«ii 26-25, mmi 38 aimjficii 39 lascro^b^i^s^ isfco 
mmm 21-1 

^;u*;u/^£ t-3?^;i.xx5^;i/ soonB ^ ^ — loomi izf^mu m i^it7i(.m-Wf 

^X^;Ujt;-a 5Chil ^Ua^tz. m-B^^m^-r; 30 -^mi^Ltzm. 5t!«^^S*U 4# 

^rfflLfclSS^^Lr 2- C (2->5^;UT5yx^;u) TS^D -e- (3->5^;UT-Uy ) - 

lljffi«iJ21-1 tI^l«fcLTieMsei|21-2S2Ka)<t^^m=. 
IQ£«U22-1 

^-9-5 K «l^467nB$litt-i;^^;U7tx;UATS K-^^nn^fx^UA (1:1) 30ml icJg^SU 

iiQ^mi^vi ^rumn^Ltzo mm^MKs^Lxmh>Htz^iz^ looni ^ijn>LB*Mx5=-;u 

15Qmk ;:^lJL^•t'^7P□7t^J^A->^y— ;b (10:1) lOQtil "Cifith LT^&fiSJf ^-^^Tti-fco :m 

s^tm^mTia^m^mmTi^im-^'^f^-i^ou^xnmLfzo fmt:mE.m^ LxstTt^i/ u 

200:10:1) tfttSgU 2- [2- (.3--^ si—JUllfaifjl,) TSy] X^^UTS^: - 

6- (3-> ^JUT::: 'J y ) 'J 5 K>-6-*;U7t?^ 5 K 43aiB 
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2- C (a-^f^^UTSyx^^^U) TSy] -6- O-y^^jUT^Z-Uy) -4-e'J5K>-5 

JUT5y:^Pe;U) *;U7t?i?-1' 5 Kli^iS 12Qi€. 1-t Ka^i/^>V'h'J7'y— ;U85tT«. 
J5tM*'J0A 100m g(D;l^!|«!ifZv>^;U7tx;UAT5 K 6ml ^iJP^mSl: 18 BtralJft^Lfco 
5t^^MJES*LT#t,*l.fca/TllC7K 30hil ^*D^. «TaiLfc$ga*7K 5ral -CxLW* 
LT2- C [2- (v/^Jb7'5y7'-b^-;U>^;UT5y) X^;i.] TSy] -6- 

ll«S«>|27-1 

3— C (2-i^^f^;UT5yx^;l.) 75/] -6-^ ^;Ubf^i?>-2-*;U7K 

K 420iie ^i?^^PD>^> 2ani ici§«u h'J:7x^;uexA^i/ i.i5g ^e^liS 

(10 320h€ $AD^, 1 50°CT? 3. 5 BtRgjtl* Lf=„ S)S;1^4i3(Ci?>7 p p y > 

2atil ^*a^, ^i§!t^3^-b^-< h^fflUTiS*L/i:, itJaE^MJES^LTJiai^ix'J^W* 
vA^P-7 h'57*^:7-f — (JSaaj^ ; ^PP7tx;UA : ^ ^y— ;U : T>^— T7K=200: 10 : 
1) -e^tSlU 5- [ (2-v>^;UT5yx5=-;U) TS/] -6-y^;U-3-:7x:::iJUTSy 

27-1 twrn^x. xmmm 27-2 seiE^^b^^ #f=. 

lli(S9428 

5- [ (2-i?>^;i'T5yx^;u) Tsy] -3- (3-yf^;uT-'jy)-e^-:?>-2-*;i. 
Tf 6 i^fgiin$Lf=o sfSiiST^. Jsisjs^Tk. tafoM^KjR^hyt7A7KjS?au la^p^** 

■7 H^^^-f— (5ttb;"aE ; ^PPyf^^UA : >-$:y— ;U : T^^— T7K=500 : 10 : 1) -CfSllt 

U 6-^PO-5- [ (2-i;->i5^;UT5yx5^ju) TSy] -3-(3-y^;ixT— Uy)-e^i? 
>-2-*;U7H^-t*- 5 K 2Qi€ ^|#/j:„ 

5- [ (2-i5j<^Jl/T5>'X^yu) 7'5>'] -3-0->5^^l.T— Uy)-e^*:?>--2-*;U 
Jp^-y-S K 20Qng PPy 5» > ftnl iT-fe h— h ^)JV Qm\ icJSigU ^KJ^T^/ >i? 
:7;u;j-'j K4iaig^*p^fc^, SSI? 18 PtraUM^Lfc. Si&$IT^ ***npLB^BIxf^;UT? 



27 



wo 00^76980 PCT/JPOO/03768 

^ -T*=200 : 10 : 1) -CfflStU G-yjlTtOS- [ (2—:>>^JUT5yX5^;U) TS^] 
-3- (3-> 5^;UT^'J y )-e^i»-2-*;U7t?^-9-5 K 17n« 

5- [ (2-V->'5^;i.T5yx^;U) TSy] -6- 1 Kn^v-/ 5^;U-3- (3->5^;UT^ 

z3g ^iiD^. s^^^^-c 16 v^amwLfzo ^^^s^u Jtst^^s^uT^c, 

20:1) "CfilSL 5- [ (2-i?y^;i.TSy'X5^jU) rsy] -6-7^;U5;U-3- (3-^9^ 

yUT- 'J >' ) i?>-2-*;i.7tC^-b-5 K IBIng ^^tzo 

m^J31 

5- [ (2--:?^^;UT5yx^;u) TSy] -6- ;^;u 5^1,-3- (3->^;i,T=.'jy) e 

^i»-2-*;U7K^5 K 55tng (75X^1 y—;U5tnl j^j^(Ci?X5^;u:7:tX^:i-y TOX^^U 

,^JC7K 15ml ^*D^. SaiLtc@^^;:tlSL|£*RLf=. ^#t);KfcSKS^P' ^'y— ;U &nl 
t KP^'^^ 5nl iCjg^L. lOJi/^^ vt7AStii^ ISns $JjP;^7K^#HSlT-e 20 

•p-f— (mtiSS& i ^PP7tx;UA : y^y— ;U=30: 1) im&L 3- [6--*JUy<^>f ;u-3- 

[ (2-v>^;u7'5yx5^;u) TSy] -5- (3->^;u7'-Uy) e5i?>-2— f;u] 

3- [6-*;i//<^-f;i.-3- [ (2-i?^^;uTsyx^;u) Tsy] -5- (3-y^;UT— 
•jy) e^i^>-2— <;u] 3^Ptr:t->Mx5^jU6aig(Dy^/-;U3nil t^^h^tKP^?^ 
> ami (DJ§?S(= 2N TKiK^t::^- h 'J OA 6ml ^*Dx. MST* 1 BtPeUtj^Lfcc JSJS/I^IZ IN 

P-7 h^*^37-r'- (JttbJSE ; : >^y--;i.=l : 1) VtfS&iL 3- [6-*;U^^-f ;U-3- 

I (2—:;^^ji/Tsyx5^;u) Tsy] -5- o-^^juTxijy) bf^i»-2— r;u] 

IU60IJ32-1 <!:l^1flcLTIIfflE<5!l32-2IBtEcO-fb^^^fc, 
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6-^>y-r;i/-5- [ (Z-i/^^^^UTSyxf^jU) TSy] -3- (3->^JUT=.'J>') 
m<b7^':7^h'J't7A 120n€ ^JD^. ^SX' 1.5 B^Pplltii^Lfco ?§^«$MB£®*L■C^#t.H 

y] -6-t Kp^'>:?x=.ju>^;u-3- (3->^;ut— 'J^') tf^i/>-2-*;u;t5^ 

lli&^34 

5- C (2— :/^^;UT5yx5=^;u) ts/] -e- O-t Ka+i/-i-y^;ux^;i^) -3 
- (3->5^;uT=^'jy) e^i5>-2-*;u7ic^5 K 2iche icKSi smi ^3D7l laoncn? 45 
^misamLfzo jtJ«^^agSLT?^t,;Kfc®j|^i^'J*y;U*^A^p-7 h^^^:?^' — 
(JgUlJiS ; <P P P?nJUA : ^ ^ y — ;U : 7>^-T7K=300 : 10 : 1) T'^©L^#t>tlfc^S 

^x^y— ;u-x— T^;u-e2jfe;f LT 5- C (2-vy ^;uT5y x5^;u) rsy] -a- (3- 
^5^;i,T-'jy) -6- {z-zfo^—M e^i?>-2-*;i.7t5^-9-S Kl2aie^^fco 
Il£(g0l|36 

2- (2-t KP-**>X5^;UT5y) -6- (3->-5^;UT=.'jy) -4-e«J S K>-5-* 
;i/?i^-9-5 K43ChB$liN-e»-5^;U7hJUA7'5 K 3Qnl (^?g<WU 3 -t^^b^ ^JHIOul 

SQnl $01^. i^Kx5^;H5Qnl vmtiiLtu TKJi^lft^fi^x^^UTaai Lfc^, WttUS^ 

'J*W*^A<?P-7h^^^^-r— (JgaiJS; ^^PP7f^;i^A) -^fSlSU 2- (2-tKp;V^ 
«>x5^;uTsy) -i-y^;u-4- (3-y-9^;u7— gy) -6-e'j 5 K>-5-:^;U7H^ 
■y-5 Ki9aie^f§fco 
lli&^37 

2- [ (2-t Ko+i/x^;u) 75y] -1-y-^;U-4- O-^^./PT'— 'jy ) -6-e 
'J 5 K>-5-*;U7K=^i^-5 K 5QiB ^e'Ji?> 5ml izjg«u > ^ >;^;U7t^>K<7 P 'J K 

14 ^Bllti*L/t, ?^^MEe*L-C|#C>*Vf-^^lC7kl5ml "57 P QtIvUA 3Qnl "C 
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y^— (J^aajiSE; ^7Pa7h;UA : y^y— Tl/^r. T7K=100: 10: 1) T?flf$tU 2- 
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F:463, W 5:Z29(3H.s). 2.36-Z40(4H,ni), 2.48-Z54(2K 
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4C2Kt.J=7.2Hz). 3.93(2Ht.J=7.2Hz). 6.84(1Kd. J=7.6Hz). 
6.89(2Hbrs), 7. 16(1H.t. J=7. CHz), 7. 27-7. 32(2Hin). 7.58 
(2H.brs). 9.82(1H.s) 
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7(1H.brs). 6.85(1H,d.v*=7.4H2). 7. 16(1H.t, J=7.8H 
z). 7.37(1lid.J=7.8H2). 7.40(1H.s). 9.11(1Hbr 
s). 10.45(1H.brs). IZBKlHbrs) 
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M:251-254. M) 6 :229(3Hs). 2.3(>-Z40(4H.m). 
2 40-Z50C2KnO. 3.40-a50(2H.nO. a50-3.60(4H. 
nO. 6.86(iad,J=7.8Hz). 6.93(1H.brs), 7.00-7,05 
(IKiti). 7.18(1H,t.J=7.8H2). 7.41(2H.s). 9.19(1K 
brs). 10.75(1Hbrs). 12 89(1H.s) 
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W III C 


^ NH 


M: 279-283, M} <5 :2. 89(3H. s). 3. 39 C2H, q, J=5. 4H 
z). a50-3.eO(2H,in), 4.65(1H.brs), a71(1Kbrs). 

fi fin— fi f^(o^ tn\ "? 1*7^1 u + t- t ou-r^ t Oii/iu ^ 
D- ovT-o. 0/ ixn^nv , /. 1 / kin, X, J=/. orcy , /. o4\in,d, 

J=7.8H2), 7 43(1H,s). 9. 10(1H. brs) . 10.28(mbr 

s), 1Z81(1Ks) 


17-4 


3-Me 
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Me 


M:260-265. M) <5 :2 18(6H.s), 2.29(3H.s). 2.40- 
250(2H,m). aiO(3H.s), 3.50-3.60(2Kni). 6.85(1 
Hd,J=7.3Hz). 7.00-7. lOClKni). 7. 17(1H. t. J=7. 3H 
z), 7.3O-7.42(2Kn0. 9. 20-9. 50(1 Km). 1Z83(1H. 
s) 


17-5 


3-Me 


Me 

Me'N>r---NH 
Me 


F:345. rC ff :0.90(3Hd, J=6.9Hz). Z18(9is). Z2 
9(3Hs). Z75-Z80(1Ktid. 3 15-3. 20(1 Km). 3.30- 
3.40(1H.nO. 6.86(1Kd, J=7,3Hz). 7.05(md. J^.4H 
2). 7.18(lKt.J=7,8Hz). 7.35(1H.d.J=4.aHz). 7.51 
(IHs), 9.16(1H.s), 10.49(ms). 1Z90(ias) 


17-6 


3-Me 
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F:371, ro <S:0.90-1.30(aini). 1. 50-Z00(4H.in). 
Z00-Z40(5H.in). Z50-3.50(5H.nO. 6.75-6.90(2K 
rO. 7.05(1Ks). 7.18(1Ht.J=7.9H2). 7.3a-7.50(2 
HnO. 9,16(1H.s}. lOSSdHs). 1Zgo(1Ks) 
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17-7 


3-Me 


BnNv^NH 


F:329. M) <5 :1. 65-1. 75(1H.ni). 2.0O-2. 15(1H,in). 
Z29(3H.s). Z 80-3.1 5 (4Hm). 4.27(1H.nO. 6.84(1 
Kd.J=7.3Hz), 6.98(1Kd.J=4.9Hz). 7. 18(m t, J=7. 
8Hz). 7.3(>-7.55(3H.iiO. 7.99(lH.s). 9.35(1H.d. J= 
4.9Hz). lZ86(1Ks) 


17-8 


3-Me 


L^Vj^.Me 
Me 


F:385, M) <5 : 1.05-1. 25 (4H,m). 1.60-1. 80 (SHni), 
Z16(6Hs). Z3O-Z50(5H.m). 3.50-3.60(1H.m). 6. 
79(1H.s). 6.86(lH.d.J=7.8Hz). 7.05(1H. d. »>=4. 9H 
z). 7.18(1Kt.J=7.8Hz), 7. 36 (IK d. J=7. 8H2) . 7.45 
(1H,s). 9.17(1Kd.J=4.4Hz). 10. 51 (IK s). 1Z93(1 
Hs) 


17-9 


3-Me 


Me 


F:371. ro <S:1.50-1.80(!SKnO. Z 00-Z eO(10H. nO . 
4.0O-4.5O(2H.in). 6.68(1H.s). 6.85(lH,d. J=7.8H2). 

7.00(1H.s). 7.16(1H,t.J=7.8Hz). 7. 30-7. 40(1H, 
rn). 7.45(1H.s). 9.14(1H.s). 10. 37(1H.brs). 1Z78 

(1H,s) 


ia-1 


3-Me 


Me 


F:417. M) <5:1.60-1.90(9H.nO. Z29(3H,s). Z73 
(3H.S). 3.30-3.50(4H.ni). 6.70-7.00(2Knd. 7.06(1 
Kd.J=4.4Hz). 7.19(md.J=7 8H2). 7.30-7.50CZH 
ni). 9.17(1Kd.J=4.4Hz). 10.63(1Hs). 1Z89(1H.s) 




3-Me 


Boc 


F:493. NC <5 : 1.20-1. 50 (9Hbr). Z26(3H.s), Z66- 
Z75(2rtin). Z77(3H.s). 3.25-3.45(2H.m). 5.60-5, 
70(lH.nv), 6.93(1H,t, J=7.9Hz). 7. 10-7. 55(6KnO . 
9. 20-9. 38 (1H.br). 1Z53(1Hs) 


18-3 


3-Me 


Me 

Me-'^V^NH 
0 


F:345. ^D d:Z29(6H.s), Z86(3Ks). Z98(3H.s). 
4.21(2Kd.J=4.4Hz). 6.86(lHd. J=7.3H2). 7.05-7. 
354Hni). 7.52(1Hs). ai6(lH,d. J=4.4Hz). 10.76(1 
lis). 1Zg2(lH.s) 


1»-1 


3-Br 


Me 


M:272-274. ND 5 :Z 19(6H.s),Z46(2Ht. J=5. 8Hz). 
3. 41 (2H, d, J=5. 1Hz) , 6. 95 (IH. brs) . 7. 14-7. 40 (4H. nw 
8. 11 (IK brs) . 9. 16 (IH. brs) , 10. 59(1K br) . ia 12(1K 

s) 


19-2 


H 


Me 


F:317, ND 5 :Z 18(6H,s),Z42-Z44(2H,m),3.39(2H, 
d. J=5. 1Hz) . 6. 86 (IK brs) . 7 02-7. 06 (2K ni) . 7. 30(2K 
t. 1Hz) . 7. 60(2K d. »«. IH2) . 9. 17 (IK br^ . 10. 54 
(IK brs). IZ 97 (IK s) 


19-3 


3-N02 


Me 

Me'**^- — NH 


F:36Z M:288-290 


19-4 


3-CF3 


Me 

Me''^"^^NH 


F:3ffi, M:2B5-287 
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g9 (m^) 



19-5 


3-1 


Me 

Me''*^-^NH 


F:443. M:260-262 


19-6 


3-MeO 


Me 

Me'^^ — ^NH 


F:347. M:234-236 


19-7 


4-Br 


Me 

Me'^^^^NH 


F:396. M) <5 :Z 18(6K s). Z43{2at. J=5.8Hz). 
3. 39(2H, d. J=5. 1Hz) . 6. 93(1H. brs) . 7. 12(1H. d. J= 
3. 7Hz) . 7. 45-7. 47 (2H m) . 7. 57-7. 59 (2H. nil . 9. 1 7 
ClH.brs^ 10 64^1H.br') 13 QS^Ks) 


19-e 


4-tBu 


Me 

Me''^'-^NH 


F:373. M:282-284 


19-9 


4-nBuO 


Me 

Me'^^-^NH 


F:389, M:235-237 


19-10 


3, 5-Me 


Me 

Me NH 


F:345. ND <5 :Z 18(6H s), Z 24(6a s). Z 44(2H, 
t. J=5. 9Hz) . 3. 42 (2H. d. J=«. 1Hz) . 6. 68(m brs) . 
6. 87 (IK brs) . 7, 05 (1H. d, J=3. 7Hz) , 7. 25 (2H, br 
s) . 9. 18 (1H, brs) . 10. 51 (1 K br) . 1Z 87 (1H. s) 


19-11 


3, 5-Br 


Me 

Me''*^^NH 


F:475. M:283-285 


19-12 


3. 5-MeO 


Me 


F:377. M:275-277 


19-13 


3. 4-CI 


Me 


F:386. M:286-288 


1&-14 


3- CI, 

4- CF3S 


Me 

Me'^^'^^NH 


F:451. M:285-287 


19-15 


3- Dr , 

4- Me 


Ms 

Me'^'^^^NH 


F:410. ND <5 :2. 19(6K s).2 30(3H.s).2.45(2H. 
d, J=5. 9Hz) , 3. 40 (2H, brs) , 6. 93 (IK brs) , 7. 13 (1 
H brs) . 7. 25-7. 30 (2K nO . a 12(1K brs) . 9. 15 (IK 
brs) , 10. 56 (IK br) , 13. 01 (IK s) 


19-16 


3- Br. 

4- CF3O 


Me 


F:480. ND 5 :2.18(6Hs).Z46(2H.brs).3.42(2 
K brs) . 7. 02 (IK brs) . 7. 21 (IK brs) . 7. 55(1K . 
7. 52 (IK brs) . a 31 (IK brs) . a 16 (IK brs) . 10. 66 
(1Kbr).ia23(1Ks} 


19-17 


3-MeO, 
4-CI 


Me 


F:381, H:25D-2S2 
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a 9 (^^) 



1^18 


3.4. 5-CI 


Me 

Me'^^'^^NH 


F:420. M) 5 :2. 19(6H, s). 3. 40(2H.brs). 7. 04(1 1 
H, brs) . 7. 26 (1H, brs) , 7. 95 (2H s) , 9. 13 (1H. brs) . 
10.67(1Kbr).13.29(1Ks) 


19-19 


3, 5-Br. 
4-MeO 


Me 


F:505, IC « :Z 19 (6K s). 2. 46-Z 47 (2H 110.3.40 
(2H. brs). 3. 77 (3H. s) . 7. 04(m brs) . 7. 19(1H. br 
s) , 7. 93(2H s) . 9. 14(1H, brs) . 10. 50(1H. br) . ia 0 
9(1H.s) 


19-20 


3. 5-Br. 
4-Me 


Me 


F:489. to 5 :Z 19(6H. s).Z45(3H. s). 3.41 (2H. 1 
H vt4 4Hz^ 6 98(1H.brs) 7 21 (1H brs) 7. 94C2 
K s) . 9. 13 (1H. brs) . 10. 61 (1H br) . 13. 11 (1H, s) 


19-21 


3-Me 


Et 


F:359. M:219-221 


19-22 


3-Me 


Me 


F:345 . M:215-217 


19-23 


3-Me 




F:357 , M:227-229 


19-24 


3-Me 


Me 

Me''|>^NH 


F:385. M:276-277 


19-25 


3-Me 


Me 

Me-'JxpNH 


F:403. M:273-275(dec.) 


19-2B 


3-Me 


Me 

Me''*Y^NH 
Ph 


F:407. M:277-279 


19-27 


3-Me 


Me 


F:451. M) 6 :Z24(3H.s). Z29(6»is). Z80- 
Z90(1H.in). 3.44-3.50(1H.m). 3. 50-3. 64 (2H. 
nO, 4.47(2H.s). 6. 75-6. 85 (2H nO , 7.05-7.15(2 
Km). 7.25-7.40(6H,m). 7.47(1H.s). 9.16(1H. 
d.J=3.6Hz), 10.54(1Ks). 1Z92(1Ks) 


19-2B 


3-Me 


Me 
BnN— / 


F:476. M:245-247 
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^9 G 




19-29 


3-Me 


Mn 

Et 


F: 359. ^D 5 : 0.88(3Kt. J=7.3Hz). 1.05-1.23 
(1H,nO. 1.50-1. 60 (IK iiO, Z22(6H.s). Z28(3 
n,s;, 2. 4o~Z. 30un,nv. o. Oa-o. loUrinv. 3.o0 
-3.64(1H.nO. 6.86(1H.d,J=7.3Hz). 7.02-7.08(1 
RnO, 7.16(mt.J=7.8Hz). 7.37(1H,d. J=7.9H 
2), 7.49(1H.s). 9,16(1Hs). laSKlHs). ^Z 
92(1Ks) 


20-1 


3-Me 


Me 
HO 


F:361. ND ff:Z29(6Ks). 2.30(3Ks}, Z58-Z 
66(1H,nv. 3. 20-4. 50^ iq). 6. 7D-o.90(2Knv. 
7.04(1H.s). 7.17(iat, J=7.8H2). 7.38(1H.d.J= 
6.8H2). 7.50(1Ks). 9.16(1H.s). 10.54(1Hs). 
1Z92(1Ks) 


20-2 


3-Me 


Me 

Me''JxpNH 
H 


M:240-242. If) 5 :1. 32-1. 50(1H.in). 1.72-1.90 
dHnO. 2.21(6H,s). 2.29(3Ks). Z56-2.66(1 
UnO. Z70-Z90(3H.nO. 3.00-3.60(4H.tn). 6.85 
(1Kd.»^7.8Hz). 7.04(1H^. 7. 18(1Ht. J=7.8H 
2), 7.34(1H.d.J=7.8Hz). 7.53(ms). 9.20(m 
s). 1Z90(1Ks). 


20-3 


3-Me 




F:329, If) <5 :1.65-1.75(lKnd. 2.00-2. 15(1H. 
nO. Z29(3Ks). Z 80-3. 10(4H,iid. 4.27(1Ks). 
6.83(iad. J=7.3Hz). 6.98(1H.d. J=4.9Hz). 7.1 
8(1H.t. J=7.8Hz). 7.30-7.60(3H.in). 7.99(1H. 
s). 9.35(1Kd J=5.9Hz). 1Z86(1H.s) 


21-1 


3-Me 


H 

• HCI 


F:317. to <S:Z30(3Hs), Z52(3Kd. J=1.gHz). 
3. 11(2H.t. J=5.9Hz). 3.59(2H.q,J=5.3H20. 6.8 
7(md. J=7.3H2). 7.11(ad J=4.4Hz). 7.12-7.2 
6(2Kni). 7. 32-7. 40 (2H. in). 8.69(2abrs). 9.18 
(1Hd.J=4.4Hz). 11.01(1Kbrs). lZ91(1Ks) 


21-2 


3-Me 


H 


F:393. H:167-168 


22-1 


3-Me 


Me 


F:435. M) <5 : 1.60-1. 75 (2KnO, Z19(3Hs). 
Z2B(3Ks). Z30-Z36(2KnO. Z48-Z52(2H, 
nil. Z56(2H.t. J=8.3Hz). 3. 35-3. 45 (2H nO . 
6.75(1Kbrs). 6.85(1Kd, J=7.8Hz). 7.02-7.10 
(1H.in), 7.12-7.2B(6KnO. 7.41(2Ks). 9.17 
(IKs). 10.67(1H.brs). 1Z92(ms) 


22-2 


3-Me 




F:407. M: 123-124 



43 



wo 00/76980 PCT/JPOO/03768 



^9 m^) 



22-3 


3-Me 


Me 


F:385. M:259-261 


22^ 


3-Me 


Me 


F:371, M:257-259 


22r5 


3-Me 


Me 

Me 


r • ooO| o . ^ 1 1 von, 5^ , ^ ^xi \on, , £^ v,«? 
Hs), 2.30-Z35(2H.in). Z40-Z60(2H.m). a20 
-3.50(2Kin>. 6.81(1H.s). 6.85(lKd. J=7.8Hz). 
7.05(1H,s). 7.18(lH.t.J=7.8Hz). 7.35-7.45(2 
Km), 9.17(1H.s). 1Z91(1H.s) 


22-6 


3-Me 


Me 


F:375, ND 5 :2. 13(6H.s). 2.29(3H.s). 2.39(2 
n, X, era. bnzj , o. ^lO^o. 00 vrin, nv t o. oo^. w uffi, 
nO. 7.07(1H.4J=4.4Hz). 7. 18(m t. J=7. 8Hz). 
7.30-7.50C2Hm). 9. 16(md. J=3. 9Hz). 10.45(1 
Kbrs). 1Z90(ias) 


22-7 


3-Me 


MeN^^^NH 


F:343. M) 5 :1.55-1.70(1H.nO. Z20-Z30C5H. 
nv , oCr^ii- 00 viai» nv , ^ olt^^ /u v • n, nv , *r. 
4.30(1H,m). 6.86(1H,d.J=7.3H2). 7.(30-7.10(2 
KnO. 7.19(1H.t.J=7.9H2). 7. 28-7. 35 (1H. in). 
7.49(1H.s). 9.16(1KS). 10.21(1H.s). 1Z90(1 
Hs) 


23-1 


3-Me 


Ac 

Me^'^^^NH 


r . 0OS7, IMJ 0.1. 00^ 1 . yo v,on, nv » c £^ von, , 
70-Z90(3H.in). 3.4O-3.50(4H.in). 6.80-6.90(2 
H.11O. 7.00-7.10(1H.nO. 7.16-7.24(1H.iiO. 7.32 
-7.44(2H.ni). 9.10-9.22(1H.iiO. 10.50-11.00(1 
Hni), 1Z80-ia00(1H,in) 


23-2 


3-Me 


0 0 


F:393. ND «:Z2g(3H,s). Z74(3H.s). Z86(3 
as). 3.2a-3.30(2H,ni). 3. 40-3. 55 (2K m) . 6.80 
-€.90(2Hni). 7.07(1H.d. J=4.4Hz). 7.20(1H.t.J 
=7.8Hz). 7.35(1Ks), 7.40(1Hd. J=7.8Hz). 9.1 
7(1Hd.^.4Hz). 10.73(1Ks). IZSOdKs) 


24 


3-Me 


Me-'^^-^NH 


F:402. ro <5:ZOO-Z20(6Km), Z29(3Ks). Z 
65-a00©H,ni). 3.4O-3.60(4Hm). 6.80-7.20(3 
am). 7.19(iat.J=7.7H2). 7. 30-7. 44 (2H, m) . 
7. 32-7. 44 (2a nO. 9. 18(iad. J=4. SHz). ia63(1 
Ks). 1Z85-1Z96(1Hin) 
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m^ o 



I 



H H 



EX 


ArNH 


Data 


EX 


ArNH 


Data 


25-1 




F:323 

M:279-281 


25-3 




F:361 

M: 246-248 


25-2 




F:357 

M: 272-274 


25-4 


Q3O-NH 


F : 405 

M: 290-292 



^1 1 



D N 

2 II ' 



Ex 




D N 


R 


Data 


26-1 


Me 


TolNH 


H 


F:315. 10 ^:Z19(6Hs). Z29 Ois). 
Z47 (2H t. J = 6.3Hz ). a45 CZHnO, 
6.79 (lH.d.J=7.3Hz). 7.16 
(1Kt.J=7.8Hz). 7.23 (1H.brs). 7.36 
(IKs). 7.48 (1H.brd). 7.53 (1H.brs). 
7.64 (IHbrs). 7.68 (Itibrs). 11.42 
(IHs) 


26-2 


Me 




H 


F:335t M) <S :Z20 (CKs). 247-2.51 
(2Hni). 3.44-3.48 GKnO. 6.99-7.02 
(IKni). 7.27-7.43 (4Hia). 7.74 C2H.s). 
8.10 (IKs). 11.63 (IKs) 


2B-3 


Me 




H 


F:331. ND 5 :Z19 (CKs). Z44-Z51 
(2KnO, 3.44-a49 CZHnO. 3.76 (3Ks). 
6.53-6.56 (1KnO. 7.07-7.24 (3Kin). 
7.39 (IKs). 7.49-7.50 (IKrtO. 7.64 
(IKs), 7.69 (IKs), 11.51 (IKs) 
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26-4 


Me 

Me''^^^NH 




H 


F:346. ^C 5 :Z19 (6Hs). Z49-Z52 
(2H.m). 3.51-3.56 (2H.nO, 7.38 (IKs), 
7.51-7.57 (2H.in). 7.72-7.82 (4H.ni). 
9.11 (IKs). 11.88 (1H.S) 




Me 

Mb''*^^NH 




H 


FN:341, M) 5 :Z18 (6H.s). 244-Z55 
(2Hm), Z59 (3H.s). 3.50 (2Kdd). 7.30 
(IKbrs). 7.40-7.46 (2H.ni). 7.58 
(1H d) . 7. 68 (IK brs) . 7. 81 (IK brs) . 
7.B2(1KcO. 8.39 (IKs). 11.63 (IKs) 




Me 

Me'^'^^NH 


McOOC'^^NH 


H 


F:359. <S :Z 18 (6Ks). 244-2.52 
(2KiiO. 3.51 (2Kdd). 3.86 (3Ks). 7.31 
(IKbrs). 7.40-7.47 CZKni). 7.56 
(IKd), 7.65-7.77(3Knv). a62(1Ks). 
11.67 (IKs) 


26-7 


Me 

Me''^"^NH 


0 


H 


F:403. M) 6 :Z21 (6Ks). 246-Z55 
(2Km>. 3.49 (2Kdd). 7.26-7.35 (2Kni). 
7.45 (IKs), 7.53-7.58 (2Hm>. 7.62- 
7.78(5Kni). 8.20(1Ks), 11.75 (IKs) 


^ o 


Me 


BnNH 


H 


F:315 . 6 :Z^0 (6Ks), Z30-2.33 
C2Kin>. Z30-Z35 (SHm>. 4.60 
(2Kd.J=6.4Hz). 6.92 (IKs), 7.14 
(IKs). 7.19-7.33 (5Km), 7.42 (IKs). 
9.12-9.15 (IKni) 


26-9 


fyie 

Me''^""^NH 


Ph 


H 


F:329 . M) 5:Z17 (6Ks), Z42-Z47 
(2KitO. Z83-Z86 (2Kni). 3.40-3.45 
(2Km), 3.56-3.61 (2Km). 6.85 (IKs). 
7.13 (IKs). 7.18-7.37 CTKnO. a79- 
8.82 (IKitO 


26-10 


Me 

Me''^^^NH 


cHexNH 


H 


F:307 , to 5:1.20-1.37 (5Kni). 155- 
1.68 (3Km). 1.90-1.93 (2Kin). Z18 
(6Ks). Z40 (2Kt.J=6.8Hz). 3.34-139 
(2Km). 3.82-3.88 (1Km>. 6.84 (IKs). 
7.08 (IKs), 7.31 (IKs), 7.37 (IKs). 
a 73 (1Kd,J=7.3Hz) 
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^1 1 m^) 



26-11 


Me 

Me''*'V^NH 
Me 




H 


F:360. ro «5:a97(3Hd.J=6.8Hz). Z19(6 
n, o/ , ^ oi ^oo\in»nv, o. Osj^ o. h/ vxn, nv « 
4.34(1H.t, J=4.9Hz). 7.37(1Ks), 7.53- 
7.57(2ain). 7.67-7.70(2H.nO. 7.79-7.82 
GHnO, 9.17(1H.s). 11.88(1H.s) 


2fr-12 


\^.„l^'Me 
Me 




H 


F:386, M) 5 :1.40-1.45(miii). 1.53-1.69 
(3Kni). 1.78-1.82(1Hni). Z16(6Hs), Z 

Hs). 7.44(1Ks), 7.53-7.62C2HnO. 7.77 
-7.82(2Hin). 7.97(1H.dJ=7.3HjO). 9.25 
(IHs). 11. 93 (IK s) 


28-13 


Me 

Me''*'^^^NH 


TolNH 


O^Ph 


F:419. rO «5:2 23(6Ks). Z33(3H.s). 2. 
56(2H,t.J=6.3Hz), 3.64(2Kq. J=6.4Hz). 
6. 88(1H,a, J=2.4Hz), 6. 93<1H o, «^7. SHz), 
7.26(1H.t, J=8.3Hz). 7. 45-7. 65 (5K nO . 
7.65-7.85(3H.in), 9.50(1H.t. J=S.3Hz). 1 
1.76(1K^ 


26-14 


Me 

Me'^^^^NH 


TolNH 


CHjOH 


F:345. ^D «y:Z19(6Ks), 2.30(3Ks). Z 
46-Z55(2H.in). a53(2H,q. J=6.3Hz). 4.46 
C2Hd,J=S.4H2), 5.24(1H.t.J=S.3Hz). &7 
8CiH,a, .^7.3Hz), 7.06(1H,t, J=5. 4H2), 7. 
16(mt.J=7.8H2). 7.25(ms). 7.46-7.53 
GKni). 7.88(1Ks). 11.35(1H.s) 


26-15 


Me 

Me'^'^^NH 


To i NH 


ivB un 


F;359. M) 5 :1.37(3H.A J=6.4Hz). Z19(6 
Ks), Z29(3Ks), Z48-Z52(2Hni). 153 
(2Ka J=6.4H2), 4.75(iaquint.J=8.4Hz). 
5 49(1H.d J=6 3Hz) 6 78(1H d ^7 8H 
z). 7.16(1H.t.J=7.8Hd. 7.20-7.28(2H, 
nO. 7.40-7.52(2H.iiO. 7. 80(1H. d, J=1. 9H 
2). 11.30(1H.s) 


26-16 


Me 


TolNH 




F:373. M) <5 :1.49(6K s). Z20(6H.s). Z 
29(3Ks). ZS0-Z55(2Hnd. 3.53(2Hq.>^ 
6.3Hz). 5.74(1Ks). 6. 77 (IK d. J=7. 4H2) . 
7.16(1Kt.J=7.8Hz). 7.28(1Ks). 7.42- 
7.55(3KnO. 7.88(1Kt.J=4.9H2). 7.88(1 
Ks). 11.24(1Ks) 
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2e-i7 


Me 


TolNH 




F:401. M) (5:Z21(6H,s), Z30(3Ks). Z 
45-2.55<2H,in). 3.45-4.00(9H,m), 4.57-4. 
63(1H.nO. 6.79(1H.d.J=7.3Hz). 7.13-7.24 
(2KnO. 7.31-7.24(2H.nO, 7.31 (IHs), 7. 
47-7.53(2H.nO. 7.58(lH.s). 11. 37 (IHs) 


26-18 


Me 

Me''^"^NH 


TolNH 


(CH2)4 

COOMe 


F:429. M) 5 :1. 55-1.75(4anO, 2.19(6H, 
s), Z29(3Ks). Z37(2H.t,J=6.8H2), 2.4 
5-2.60(2HnO. 3.45-3.55(2Kin). 1S9(3H. 
s). 6.76(1Hd,J=7.3Hz). 7. 07(1H, t. J=5.4 
Hz). 7.14(1H.t.J=7.8Hz). 7.26(1H,s). 7. 
45-7.52(2KnO. 7.56(lH.s), 11.22(1H,s) 


26-19 


Me 


TolNH 


CF, 


F:383. ND S : 2.17 (6H.s) . 2.32(3H. 
s). Z42-250 (2H.ni), 3.54 (2KddO. 6.9 
0 (IKd). 7.10-7.17 (mnv). 7.21(1Ht). 
7.46-7.63 (4H.in). 11.62 (IHs) 


26-20 


Me 

NH 


TolNH 


Me 


F-32g to £-2 19 (6H.s) Z24(3Ks) 
Z29(3H,s). 2 46-2.53 (2H,nO. 3.53 (2 
HddO. 6.76 (IHdD. 7.04 (IHt), 7.13(1 
Ht). 7.2UlHbrs). 7.44-7.52(2H.iiO. 7. 
61(1Hbrs). 11.24 (IHs) 


26-21 


Me 

Me''''v^NH 
Me 


OjN'^^NH 


Me 


F:374, ^C (5 :0.94(2Hd, J=6.4Hz), 2.18(6 

n. sj . iC fc5? voix • sjij o. uu ^ 1 n, in/ « i^. sju 

-3.10(2Hin), 6.86(1Hs). 7. 37 (IHs), 7. 
53(1Kt.J=7.9Hz). 7.7(H7.80(3KiiO. 9.04 
(IHt^OHz). 11.69(1Ks) 


26-22 


Me 

Me-'^^NH 


TolNH 


Et 


F:343. ND <5 :1. 19(3Ht.t*=7.4Hz). Z19(6 
Hs). Z29(3Hs). Z40-Z55(4Hiid. 3.52 
(2Hq.^.8H2). 6.76(1Hd.vl=7.3Hz). 7.0 
8(1Ht.J=S.9H2). 7.14(1Ht.J=7.8Hz). 7. 
25(1Hs), 7.45-7.52(2Hin>, 7.56(1Hs). 
11.22(1Hs) 


26-23 


Me 


TolNH 


nPr 


F:357.M) «5 :0.95(3Hd. J=7.3Hz). 1.67(2 
Hsex.J=7.4H2), Z19(6Hs). Z29(3Hs). 

2.45-Z55(4Hin). 3.52(2Hq.^*=6.4Hz). 
6.75(1Hd.*>=7.8Hz), 7.08(lHt.»«.9Hz). 

7.13(mt.J=7.8H2). 7.24(1Hs). 7.45- 
7.50(2Hin). 7.53(lHs). 11.21 (IHs) 
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^1 1 m^) 



26-24 


Me 


TolNH 


CN 


F:340. ND 5 : 2. 17 (6H. s) . 2 32(3H 
s). 244-Z55 (2H.in). 3.50 (2Hdd), 6.9 
2 (1H.d). 7.22 (IHt). 7.4&-7.54 (2H. 
nO. 7.62(1H.s), 7.76(1H.brt). 7.97(1H. 
s). 11.87 (1H,s) 


26-25 


Me 


TolNH 


COOEt 


F:387. M) 6: 1.33 (3H.t). Z20 (6H.s) 
2. 32f3H. 2. 46-? 54 fPH mi T Tl 
(2KcM). 4.29(2H.dd). 6.90 (Hid), 7.24 
(1H.t), 7.48-7.58 (3H.in>, 7. 71 (1H.br 
s). a59(1Kbrt). 11.72 (1H.s) 


27-1 


Me 


PhNH 


Me 


M:189-190. ND 5:2.20 (6H.s), 2.24 (3 
R s) 9. 45-2. 50 f2H ni) ^ S9 /9H n .1^ 

CHz). 6.94 (1Kt.J=5.0Hz). 7.00-7.05 (1 
Km), 7.21 (IHbrs). 7.26 (2Ht.J=10.0H 
z), 7.61 (1H.brs), 7.66 (2H. d. J=10. OH 


27-2 


Me 

Me''^"-^NH 


PhNH 


Ph 


M: 173-175. ND S :Z}8 (6H,s). 2 45-Z5 
5 (2H.IIVI. 3.50 C2Kq, J=5.8Hz). 6.90 (R 
t.J=5.3H2). 6.98 (IKt. J=7.2Hz). 7.25- 
7 50 ffiH 7 fifW7 Ti CU m') 11 4A ^1 

Hs) 


28 


Me 


TolNH 


CI 


F:349. M) <5:Z18 (6Ks). Z30 (3Ks). 
2.46-Z52 (2Km). 3.52 C2adcD. 6.83 
(1H,d). 7.13-7.20 (IKm). 7.36-7.50 (4 
KnO. 7.61 (IKbrs). 11.38 (IHs) 


29 


Me 

Me''^^^^NH 


TolNH 


F 


F:333. ND d:Z18 (6Ks). Z29(3H.s) 
Z45-Z53 (2H,nO. 3.52 (2H.dd). 6.79 (1 
Kd). 7.15 (1H.t). 7.29(1H.brs). 7.40- 
7.53 (3Kni>. 7.88(1Hbrt). 11.35 (IHs) 


30 


Me 

Me'^'^^^NH 


TolNH 


CHO 


F:343, rC «5 :Z20(6H, s). Z32(3H,Si), Z 
48-Z52(2KnO. 3.60(2Hq. J=S.8Hz). &93 
(IHd. J=7.8Hz). 7.25(1H,t.J=7.8Hz). 7.5 
0-7.60(2Hin). 7.74(1H.s). 8.11(1Ks), 
8.79(1H.t,J=5.4Hz). 9.63(1Ks). 1Z03(1 
Ks) 
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31 


Me 


TolNH 


COOMe 


F:415. NC 5:1.23 (3H, t. 8Hz) . 2.29 
(6H.S). 2.34 (3Hs). 2.59(2H.t. J=5.8H 
z). 2.75-2.85(4H.m). 3. 58 (2H. q. x>=5. 9H 
z). 5.12(1H.s), 5.e5(1H.s). 6.80(1Hd.J 
=7.3Hz). 7.18(mt.J=7.9Hz). 7.46(1H. 
s), 7.51 (1H.S). 7.58(1H.d.J=7.9Hz), 10. 
84(1H.s) 


32-1 


Me 


TolNH 


(CHj) 2 
COOH 


F:387. ID 5:Z20(6Hs). Z29(3H,s). 2. 
45-2.55(2H.nO. 2 60-Z 76(4H.m). 3.54(2 
Kq.J=6.9Hz), 6.76(1Hd.J=7.3Hz). 7.14 
(1H.t.J=7.8H2), 7.2O-7.33(2H.n0. 7.40- 
7.50(3Kni), 11.18(1H.s) 


32-2 


Me 


TolNH 


COOH 


F:359, M) <5 : Z32 (3H.s). 2.38 (6H. s) 
. Z77(2H.brs). 3.66 (2H.dd). 6.91 (1 
Hd). 7.25 (mt). 7.50-7.60 (3H.ni). 8. 
7e-6.82(2Km). 11.0-1Z0 (IKbrs). 11.9 
2 (1H.s) 


33 


Me 

me nii 


TolNH 


^Ph 
OH 


F:421. M) <S:Z16(6H.s). Z27(3H,s). Z 
30-Z50(2H.in). 3.4a-3.50(2Hin>. 5.78(1 
H.d. J=6.8Hz). 6.39(1H,d. J=5.9H2). 6.76 
(1H.d. J=7.3H2). 7.12-7.51(1(]H.in). 7.96 
(1Hd.J=Z0H2). 11. 31 (IN. s) 


34 


Me 


TolNH 


Me 

^> 


F:355. ID <5:Z12(3Hs). Z18(6Ks), Z 
30(3H,s). Z45-Z50(2Km>. 3.49(2aq.J= 
6.4Hz). 5.35(1H.s), 5.43(1H.s), 6.79(1 
Kd.J=7.3Hz), 6.87(1Kt.J=5.3Hz). 7.14- 
7.20(1HnO. 7.33(mdt*=1.9H2). 7.50-7. 
52(2H.m>. 7.63(1Hd.J=1.gHz). 11.37(1K 
s) 


35-1 


Me 

Me''^^^NH 


TolNH 


Bn 


F:405. rc 5:Z14(6H.s). Z28(3H,s). Z 
44^t,J=6.9Hz}, 3.48(2Kq.'J=6.3Hz}. 
3.96(2H,s). 6.76(1H,d.J=7.3Hz). 7.05(1 
Kt.J=5.4Hz). 7.10-7.40(6KnD. 7.45-7.5 
5(3KnO. 11.23(msi) 


35-2 


Me 


TolNH 


iPr 


F:357, ND 5 :1. 17(6Kt.»W.8Hz). Z19(6 
Hs). Z29(3H.s). Z45-Z50(2Hin), 3.04 
(1H.sep.J=6.3H2), 3.53(2H.q. J=6.9H2). 
6.76(md,J=7.3Hz). 7.10-7.16(aH.iid. 7. 
27(1Hd.J=2.5Hz). 7. 45-7. 55 OK m). 11-2 
0(1Ks) 
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SI 2 



Ex 


Structure 


Data 


36 


H Me 


M:243-247. W 5 :2. 30(3H. s). 3.27(3Ks). a45<2Kq.J= 
5.0Hz). 161(2Kq.»l=5.0Hz). 4.77(mt. J=5.0Hz). 6.85 
(md,J=5.0Hz). 7.10(1H.d,J=5.0H2). 7. 18(lH.t. J=5.0H 
2), 7.30(2H.q.J=5.CHz). 7.52(1H.s). 7.62(1H.t. J=5.0H 
z). 9.24(lH.d.J=5.0Hz). 12.85(mbrs) 


37 


Tol-«u 

Me N-**Y^°''"2 

Me''*"-^N^N'^0 
H Me 


F:345. M) 5:216(6H,s), Z32(3Ks). Z 46(2Kt, »*=6. 8H 
2). 3.25(3Ks), 3.40-3.60(2KnO. 6.86(1H.d J=7.3H2). 
7.11(1Hd.J=4.4Hz). 7.17(1Kt.K^=7.8Hz). 7.3>-7.42(2K 
ni), 7.54-7. 60 (IK m), 9.23(1Kd.»^.4Hz). 1Z85(lH.s) 


38 


Me N'V^"'"^ 
H 


F:314. M) <y:Z19 (6Hs). Z44-Z49 (2Hm). 3.41-3.45 
(2KnO, 5.89 (iad.J=a8H2). 6.67-€.73 (2Hni>. 7.02 
(2Hs). 7.0e-7.12 OKnO. 7.46 (1H. d. J:a 3Hz) . 7.52 
(IHs). 7.75 (1Kd.J4.8Hz), 11.51 (Iftsi) 


39 


Me nV'^''"« 
H 


U:17&-181. If) <5:Z18 (6Ks). Z32 (3Ks). Z44-Z47 
(2Hiid. a40-a55 (2Hlni), 6.93 (IKd). 7.23 (IHt). 
7.53-7.57 (2HnO. 7.67 (IHbrs). aQ2 (IKbrs). a33 
(IHbrs). 11.45 (IKbrs) 
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ai 3 



H H 



R"NH 



R"NH 



R'NH 



3, 4-Me 



3, 4-Me 



3. 4-Me 



Me 

Me 



3, 4. 5-CI 



3. 4. 5-CI 



3. 4, 5-CI 



3-Me. 4-Br 



3-Br. 4-Me 



3-MeOOC. 
4-Me 



3-NO2. 4-Me 



Me 

Me''^^r^NH 
Et 



3-Me. 4-Br 



3-Br. 4-Me 



3-MeOOC. 
4-Me 



3-NO,. 4-Me 



Me 

Me''*^r^NH 
tBu 



3-Me. 4-Br 



3-Br. 4-Me 



3-MeOOC. 
4-Me 



3-NOo, 4-Me 



3. 4-Me 



3. 4-Me 



3. 4-Me 



Me''*"r^NH 
Me 



3. 4. 5-CI 



3, 4. 5-CI 



3.4. 5-CI 



3-Me, 4-Br 



3-Br. 4-Me 



3-MeOOC. 
4-Me 



Et 

Me'^^^NH 
Et 



3-Me, 4-Br 



3-Br. 4-Me 



3-MeOOC. 

4-Me 



3-NO2, 4-Me 



3-NO,. 4-Me 



Me 

Me-'^'y^NH 
MeO 



3-Me. 4-Br 



3-Br. 4-Me 



3-MeOOC, 
4-Me 



3-NO2. 4-Me 



3, 4-Me 



3. 4-Me 



3. 4-Me 



Me 

Me-'^Y^NH 
GOOMe 



3. 4, 5-CI 



3,4.5-GI 



3.4. 5-CI 



3-Me, 4-Br 



3-Br, 4-Me 



3-MeOOC, 
4-Me 



It 

Et-'^V^NH 
Me 



3-Me, 4-Br 



3-Br, 4-Me 



3-MeOOC. 
4-Me 



Et 

I 

Et''*-Y^NH 
Et 



3-Me, 4-Br 



3-Br. 4-Me 



3-MeOOC. 
4-Me 



3-NO;. 4-Me 



3-NOi. 4-Me 



n 



3. 4-Me 



3. 4-Me 



3, 4. 5-CI 



3-Me. 4-Br 



3-Br. 4-Me 



Me'^'-^NH 



3. 4. 5-CI 



3-Me, 4-Br 



3-Br, 4-Me 



3-NO,, 4-Me 



3. 4-Me 



3. 4. 5-CI 



NH 



3-Me. 4-Br 



3-NO,. 4-Me 



3-NO,, 4-Me 



Me''*^Me 



3-Br. 4-Me 



3-N0„ 4-Me 



We 



3. 4-Me 



3, 4. 5-CI 



3-Me. 4-Br 



3-Br. 4-Me 



3-N02. 4-Me 



9-. 

Me'^'^Me 



3. 4-Me 



3. 4. 5-CI 



3-Me. 4-Br 



3-Br, 4-Me 



3-HOi, 4-He 



Me''*^Me 



3, 4-Me 



3, 4. 5-CI 



3-Me. 4-Br 



3-Br. 4-Me 



3-NOa. 4-Me 



3, 4-Me 



3. 4-Me 



3. 4. 5-CI 



N 3-Me, 4-Br 



3-Br. 4-Me 



^0 



3.4. 5-Ci 



3-Me, 4-Br 



3-Br. 4-Me 



3-NOj. 4-Me 



3-NOi. 4-Me 



Me''*'^Me 



3. 4-Me 



3.4.5-01 



3-Me. 4-Br 



3-Br. 4-Me 



3-N02. 4-Me 
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3. TtSHSasC (I") T-^^tt-SS^flJ^I tlEtt^F*t-S^Se(Mfi3!lB8§l3|{*XI*-f-<D 



R' :-N(R")R", 
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4. 2- c (2-*:?>^juT5yx^ju) Tsy] -6- (3-jt^ji,T=.'jy) k>-6-* 
5 Kv-s-^^L'TK^-y-S K, 6- (?.5-i>-yn^7=-*Jyy -2- [ (2-*:?^5^;uTsyx^;u) 

TSy] -4-eg5 K>-5-*;U7K^S h\ 6- (3.4-i?^PPT-'jy) -2- [ (2-v^5^;i/ 

-2- [ (2-i?^5^;i.T5yx5^;i.) TSy] -4-e'J5 K>-5-*;U;H^-9-5 h\ 2- [ (2- 
^JIT S y Xf^yU) T 5 y ] -6- (3. 4. 5- H 'J ^ P PT- 'J ) -^tf U 5 K>-5-*;U7t? 
:t-9-5 Ks 6- (3.5-$?^P^&-4-y^jUT— -2- [ (2-5^^ ^;UT 5 y X^^^b) T5 

y] 5 K>-&-*;u7f«^s h\ 6- (3.&-e?:^n^t^> h^->T-'jy) c (2-$? 
>^;i.T5yx5^ji<.) Tsy] -4-eg s k>-5-*;u7K:^-9-s k\ 2-[ (?-':^^5^;uT5yi^ 

[ (2-i?^^;i.T5y3'peju) Tsy] -ft- (3->^;i.T-'jy) s K>-5-*;u7t? 
^■9-5 h\ 2- C (^-5?j<^juT5y Tsy] o-^^;i.T— uy) -<i-eg5 K 
>-5-*;U7tf^lfs K 2-[[ (2-i;>5^;uTsy-3-:>t5^;i/) Tsy] -6- o-y^;u 

T-^jy-) -^f«J5 K>-5-:*j;u7t?=f-y-s h\ 5- [ (2-i?^5^juTsyx5^;i,) rsy] -a- 

O-^^^^UT— 'jy) f^i^>-2-*;u7t?4^-y-= K 6-^pp-5- C (2-i^> ^;ut 5 y x^ 
M Tsy] -3- (3-/^;u7-'jy) bf^i?>-2-*>u7K+-y-5 k. 6-i^Ty-5- c (2-i;y 
5^;uT5yxf^;u) zsy] -3- o-^^^PT"— 'jy) e^i;:^^-*;i.7jfi^r-y-5 Ks s- 

C (2-i?>^;u7'5yx5^;i/) Tsy] -3- (3-jt h:^'>*;u7K=;i,T-'jy) e^i^^sz- 
*;i/?t?^5 &- [ (2-i;y^^uTsyx^;u) Tsy] -3- (s-— hpt— yy) e^i? 
>-2-*;u7K4^-y-5 5- [ C2-i?^^;u7'syx^;u) T-sy] (3->^;uT-yy) - 
e->^;^e'7i?>-2-*;^m:^>»^5 h% 5- [ (2-s?>^;bT5yx^;w Tsy] -3- (3-> 
Uy) -6-x^;ue^i?>-^-*;b7t?%9-5 KXIi-?-*te>0«. 

7. ^m^'&^(Di^izmi''^ti^m^(DmB4nxi<DswtB^&iiSo 
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